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REMARKS 

Issues raised by the examiner are rendered moot by the foregoing. This is not to imply any 
agreement with any aspect of the office action. The previous claims met all requirements of 35 
U.S.C. 

Language in claims 1 09 and 1 1 1 regarding the enteric coating composition is based on 
conventional knowledge of the chemical composition of the enteric material utilized in Example 
2, i.e., EUDR.A.GIT * L 30 D-55. This can be seen from the attached data sheets describing this 
well known enteric material, e.g., "EUDRaGIT L, Aqueous Dispersion, Data Sheet (Info LD- 
2/e). EUDRaGIT L 30 D" (two pages), at page 1, top and column 1; and "EUDRAGIT L, 
Aqueous Dispersion, Standards Sheet (Info LD-7/e), EUDRAGIT L 30 D" (two pages), at page 
1, top and columns 1 and 2. (The notation "55" in the nomenclature used in the specification is 
an equivalent of the older nomenclature I. 30 D, "55" simply referring to the pH (5.5) at which 
the enteric material becomes soluble.) Conventional values of area under the curve (AUC), 
maximum plasma concentration (C roax ) and the time to achieve Cjnaxji.e., T trl ax> are taken directly 
from Figs. 7 and 8 of the application. Approximate AUC values were obtained by conventional 
weighing techniques and Cms* and T^x by visual curve reading. The term ' about" has its usual 
meaning in the field, e.g., roughly ± 20%, for example as used by FDA in its determinations of 
bioequi valency. The values from Figs. 7 and 8 are d-amphetamine levels to one of ordinary skill 
in the an, the mixture of amphetamine salts ("MAS" (page 16, lines 1 5-16)) used in the examples 
being the "mixture of four amphetamine salts" in ADDERALL* (page 4, lines 15-17) whose 
relative salt content is known. (See the PDR excerpts of record and the d-amphetamine plasma 
curves in the prior art, e.g., in Sue et al. also of record.) 

Applicants maintain their position as set forth in the response submitted on October 24, 
2002. The cited prior an does not render obvious any of the previously pending claims or the 
claims being added at this time, for the reasons set forth in the mentioned amendment. Thus, 
there is nothing in the prior art which would motivate a skilled worker to formulate the claimed 
active ingredients in the manner recited in the claims. See the case law described in the last 
response. Moreover, the previous claims and the current claims meet all requirements of 35 
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U.S.C. 1 12. The patent specification provides plentiful information whereby a skilled worker 
could, without undue experimentation, produce formulations which meet the requirements of the 
claims, e.g., the plasma levels as defined previously or in the current claims. 

As for the comments of the Exatmaer on pages 4-6, the law has long been that 
functionality at the point of novelty is acceptable. In re Swinehari, 439 F. 2d 210. 169 U.S P Q 
226 (CCPA 1971). Even if this doctrine were relevant and even if there were limits to it, these 
would not apply here, either for the previous claims or the current claims. The public is clearly 
informed of the limits of the claimed subject matter in both cases and of how to carry out the 
invention as claimed. Moreover, it is not clear to what multiple medication levels the Examiner 
refers. As is true for any open formulation claims, medicaments other than those specifically 
recited are included. However, the statute merely requires that the invention as recited in the 
claims be disclosed, not every possible variation which might be included. The Examiner also 
raises the issue of unexpected results. Applicants have not previously or now chosen to rely on 
any unexpected results. 

The Commissioner is hereby authorized to charge any fees associated with this response 
or credit any overpayment to Deposit Account No. 1 3-3402. 

Respectfully submitted, 



Brion R^eaney, Reg. No. 32,542 
Anthony J. Zelano, Reg. No. 27,969 
Attorney/Agent for Applicants) 

MILLEN, WHITE, ZELANO 

& BRaNIGAN, PC. 
Arlington Courthouse Plaza 1, Suite 1400 
2200 Clarendon Boulevard 
Arlington, Virginia 22201 
Telephone: (703)243-6333 
Facsimile: (703)243-6410 
Attorney Docket No.: PHARMA-142 PI 

Date: April 21, 2003 
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Data Sheet 

(into LD-2/e) 




Aqueous Dispersion 

tor enteric tiim coatings 

"Metnacryhc Acid Copolymer" USP/NF 



soluble m intestinal juice 
from pH 5.5 upwards 




EUDRAGIT L 30 D is an aqueous ais- 
perSiOn of an anionic copolymer cased 
or. rnemacrylic eCiQ and acrylic scm 
etnyi esier. Trie polymer corresponds 
to USP/NF. •■Metnacryhc Acid Copoly- 
mer, Type C" 



it is soiuole m a neutral to weakly 
aiKdime milieu by farming sans witn 
alhal;;, thus affording enteric film coat- 
ings which ar& soluble in intestinal 
juice. 



EUDRAGIT 

L 30 D 



Characteristics of The product 

Form in wrucn Supplied 

AqufiOuS dispersion containing no 

plasucisers 

Appearance 

A miiKy-wnite liquid of low viscosity 

Odour 

WeaWy sour 

Content 

30% ot dry lacquer suDstance 
I Acid value 
315 rng KOrVg of dry lacquer suD- 
stance 

Relative density 

d J J • 1 C7 

V/iscosixy 20' C 

7 mPa • s 

PH 

2.5 

Storage 

Keep wtii sealed, tree from trost, at a 
temperature not nigher man 30 3 C. 
preferably 5-25*C. At least one years' 
storage life TollOwing delivery from our 
plant at weitersiacn. Once Trie can nas 
Deer, opened, tne contents snoqio dp 
process6c as soon as possiola. 
Containere 

Bine poiyetnyiene cans. 5 kg net ana 
30 Kg net. 



Possible applications' 

Costing of tablets and pins: colour- 
less ana transparent, coloured witn 
pigments 

O tc improve snelf lite - protection 
against moisture, lignt and air - 
coatings staole under tropical con- 
ditions 

C fcr resistance to gastric juice 
G for res:stance tc gastric juice witn 
aalayed drug i eiease m tne intestine 
when tnicKar layers are appliea 
O to isolate porous cores 
| O tor tne production or Tilm coatings 
tor lozenges ano tiocnes 

Coating 01 capsules: 

C for resistance to gastric juice 

O for protection against atmospnenc 

influences 
O to improve snelf life 

Coating ot pellets, granules, powders: 
O for resistance to gastric juice 
O for resistance to gastric juice witn 
delayed drug release in tne intestine 
wnen tnicKer layers are appned 
O for isolation Of incompatible ingre- 
dients 
O to improve snelf life 

Granulation witn EuDRaGiT l 30 D. 
C for isolation ot mcompatiole ingre- 
dients 
[ O to improve sneir lite 



' 'or t-.k man: ifr.^Dnani lornnicMt gppli?&liOr\ 

p-impintiit '5JDRaC3|T I, 30 O - C A :irTifMt»C 0T Rp^li- 
canon" arc avail2DIC. 



i ' 1 

Characteristics of tne film 

Colourless and transparent tiims are 
formed from EuDRaGiT L 30 D wnen 
plastiCisers (poiyetnyiene glycols, 
propylene glycol, tnacetin. etc.) aie 
present. Tnese films are insoluPle in 
pure water, in Duffer solutions Delow 
pM 5.0, and also in natural and artificial . 
gastnc juices. Tney are soluble m tne 
neutral to weaKiy aiKaiine region ottne .; ' 
digestive tract, i.e. m tne intestines, m>'.: : 
pancreatic or intestinal juice, and m 
Duffer solutions aoovepi-i 5.5. 



Alternatives 



It is recommenoed mat dosage forms 
whicn are extremely sensitive to water 
tie sudcoated first of ail witn me EU- 
DRAGIT L lacquer suDstances dissol- 
ved in organic solvents. 
Commercial presentations EUDRA- 
GIT Li 2J/12.5 P or tne soiic suDstance 
euDRAGIT L 100 (into L-2, 2e Ale). 



Diluents 



EUDRAGIT l 30 D is miscioie wrtn 
j water in any proportion; tne milKy- 
wnite appearance is retained 
For special purposes tne dispersion 
can aiso De mix-ed witn water-nusci- 
bie organic solvents sucn as acetone, 
etnyi aiconoi ana isopropyi aiconoi. or 
witn mixtures of tnese solvents. Tne 
lacquer suDstance is preciprtateo ini- 
tially, and tnen dissolves in tne excess 
j organic solvent 

|- Film coatings wnich are soiuOie m 
water are obtained Dy neutralising me 
■ EUDRAGH u 30 D dispersion wur, al- 
• KaiiS. War, acids, m.6 lacquer sub- 
! stance :s again precipitated. 
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Incompatibilities 



I Processing 



Aqueous symrietic-polymer disper- 
sions are manufactured by emulsion 
pclymensatian in wrhrcn me monomers 
are fmeiy distributed Dy me addition ot 
emulsrf icrs in watei Arter trie tormaiion 
of macromolecuies in Tne Torm of late* 
panicles, adsorption ot emuisrfiers on 
to ine surrace of Tne particles prtvems 
agglomeration. External mtiuences 
can OiSturO tne emmstfiei adsorbed ai 
tne surface or Tne iaTex particles ana 
cause m&ir aggiomeraTion. initially this 
xaKes Tne torm ot aggregaTion. but 
eventually, on Becoming more pro- 
nounceq, it is ren&cted m Tne fonmarion 
ot spots, and Tinaiiy leads to coagula- 
tion. 

Coagulated dispersions cannot ds 
redispersea and are unusable. 
Coagulation can De causeooeeiectro- 
lyres, pn cnanges. organic soivems, 
foam formation, tne erfects ot neat ana 
frost, finely dispersed pigments, and 
also severe snearing gradients in mgn- 
sptreo stirrers and milis. EuDRA- 
GiT L 30 D is also nighly incompaTioie 
wiin magnesium stearate. 



to enhance tne eiasnefty of The 
EUDRAQIT L 30 D tilms, the addi- 
tion of plasTicisers is strongly re- 
commended ooiyetriytene glycols, 
propylene glycol, tnacetin. dibuty! 
pmnaiate. citric acid esters) 
Tne addition of 1 0% ot piasticisei , cal- 
culates on trie amount ot ary lacquer 
suDstance. is generally adequate, but 
tnis can De increasec to 25% it neces- 
sary witnouT any adverse affects on me 
functioning ot tne lacquer tilrn. 
Tne addition of separating sub- 
stances (talc, pigments) aecreases 
tne tenaency to agglutinate ana pro- 
duces more uniform surfaces 
Generally speaKmg, water-sensitive 
cores snouid be subcoated before- 
nano with a sealing layer of tne organic 
lacquer solution EuDRAGlT l 12.5, 
| particularly wnen EuDRAGlT t- 30 D is 
. being applied by The fractional appll- 
, cation process. For this purpose, tne 
' application of 20 g of lacquer solution 
J per kg of tablets is adequate; witn tab- 
I lets ot" average snap© ana see, tnis is 
j equivalent to m« application ot 0 25% 
; of dry iacq u er substance calculated on 
; tne quantity or tablets being coated. 
I Eu DRAG IT L 30 D can suDsequenTly 
| be applied Dy fractional application as 
\ tne undiluted 30% dispersion 
! uniform ana smootn film coatings are 
1 obtained Dy spray application of The 
I aispersion diluted to some 20% Tnis 
; procedure may ae earned Out m coat- 
ing pans or Dy me tiuidlseo-oea sys- 
tem. 

Ruidised-Dea systems are m actual 
tact more suitable for coating pellets, 
granules and powders. Higniy diluted 
dispersions witn separating suD- 
stances added 3nouia be used to re- 
duce me torrr.ation or agglomerates- 
Pneumatic spray guns operating at 
pressures of 0-5-3 Dar are particularly 
suitable tor spraying purposes Airless 
spraying systems can aiso pe 
employed tor production oaicnes ot 
more tnan 80 Kg. wnn granulation 
j processes EuDRaGiT l 30 D should 
1 preferably be sprayed pn m tne mixing 
vessel. 

Pigments, preteraofy trie so-caiieo 
iood-coiounrtg lacquers, are suitable 
Tor colouring EuDRAGlT L 30 D films, 
tnese are finely aispersea m water ano 
then nrwed witn 3 20% or so dispersion 
of EUDRAGiT L 30 D. 
As Tinely oispersed pigments can lead 
to coagulation of me dispersion, 
emuisifiers (Twoen 30) oi stabilisers 
(poiyetnyiene glycols, carDoxymetnyi 
cellulose, poiyvmylpyrroiioone) must 
be added to tne pigment suspensions. 
The aoditior, of anufoam agents 
(silicone emuisiDns) to the pigment 
suspension is recommended to reduce 
team formation during dispersion 



I Tnree to fou/ parts oi pigments, taic 
ano otner formulation aias can Do 
used to one pan of EUD- 
RAGrr L 30 D qry lacquer sub- 
stance. 

To polish the f.nisn&d Mm coatings, 
approximately 10% aqueous aw u - 
Tions of poiyetnyiene glycol can oe 
used. 



Amount of lacquer required 

Generally speaKmg. tne amounts or 
lacquer required depend on me Sur- 
face area Of the cores to De coatea 
T^e approximate values m mg of dry 
iacquer substance per cm* ot surface 
are 

to produce coats simply for sealing 
purposes 

0.2-0.5 mg/cm* 
to prMucs coat3 whicn arc siaDIo on 

storage and whicn are to oe used for 
special protective purposes 

1-2 mg/cm 3 
to pr oduce enteric coatings 

3-5 mg/cm 2 
With medium size taDlets (8 mm 
diameter. 4 mm nign, 200 mg weight) 
the latter quantities give a 3-5 per 
cent weight increase. 
Average requirements for me pro- 
auction ot enteric film coatings- 
I50g EuDRAGlT l_ 30 D 

per Kg of tablets 
300 g EuDRAGlT L 30 D 

per kg of granules, pellets. 

powder 

For more detailed calculation formulae, 
see me prospectus "EUDRAGIT |_ - 
Application m the Production ot Phar- 
maceutical Preparations " (I nfo lD-t /e). 



Additional prospectuses 



EUDRAGiT u 30 D 



EuDRAGlT u 30 P 



SUDRAGtT L 30 □ 



■ Application in tne PrOQu-- 
non of Pharmaceutical 
Propsraiions (inro UD-V&; 

• Quality Norms ana 
M«noa= at AnSiysB 
(Into LD-7/b) 

■ Examples o: Application 
(into LD-n/e) 



Publ.cat.ont. (R£pt,nt> a^ajaole) 

K. LcMMANN ana D. DREHER _An*enaung ~aB- 

riger iwistSTonaispersKrtsn zum Doerarfion von 

Arzneltormen - [Trta use of aqueous polymer 

pcrsrons Tor coating ao^agv TOrn-sj 

D« Pnarmazau^sene inousme 

3«. BS«-S99(1S72) 

D. DREMER .Dtf EiriOTS oor .©raOvcaoner. 
Acryirtbr^iacKb Tui Arena.Tormfln m.i QBSieuoncr 
wiixstotfaogaDE- [Rm cox.nsr on acrylic rccir. 
Ca^c lor oasMttQe rorms wim convoiiBO arug 
rstease] 

Pnarmo inicrnationai. 

l£73(1/2). 3 

K lEmmAnm .Magentsnrciisicnir uno rciar- 
aiercnac ArzncimiUeiuBC,-2&9« ""S v.a6r.o6n 
ACrymarsaiSparSionan- lEnteric ana rstarc coal- 
ing ot pnai rnaccut.cii pxepa-^uoni with oqucoue 
□cryhc resin disperxiond 
aPv iniurmationaaiansi IaPv mtormaxon Sarvire] 
2\{i). 23sns7S) 
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Aqueous Dispersion 

for enteric film coatings 

"Metnacryiic Acid Copolymer" USP/NF 



soluble in intestinal juice 
from pM 5.5 upwards 



Quality norms and 
methods of analysis 



for 



Standards Sheet 

(Info LD-7/e) 




EUDRAGIT 

L 30 D 



Chemical structure 



EUDRAGIT L 30 D is trie aqueous dis- 
persion o: an anionic copolymer 
based on metnacryiic acid ana ethyl 
acryrare The polymer corresponds 
to uSP/NF. "Metnacryiic Acid 
Copolymer. Type C". 





en? 






1 

. .— CHi~ C — CH2 ~ 


Ch — ... 




1 

c-o 


1 

C-O 




1 

Oh 


1 

OCjM s 



The ratio 01 the free carboxy) groups | 
to tne ester group? is approximately 
in. 

Tne mean molecular weight is 
25CO0O. 



The preparation contains no piasno- 
sers. ana it is recommenaea that 
tnese t>e added to ennance tne char- 
acteristics of me film. 
EUDRAGIT t 30 D is prefer&ntmlly 
used to afrord an entenc coating to 
Qrugs wnicn ie. however, soiuDle in | 
intestinal juiie i 



Commercial forms, content 

EUDRAGIT L 30 P 

Aqueous dispersion, mliky-wnite 
liquid or low viscosity witn a weakly 

SOur OOOur. 

Conlent 

28 5-31.5% ary polymer suDStance. 
Approximately 1 g of the dispersion is 
ahea 5 h at Vice according to Ph. 
Eur. I. "Loss on drying ", method e. 

On drying, the dispersion must form a 
clear film. 



Properties 

The polymer meets the requirements 
of USP/NF in aadidion, tne disper- 
sion contains small amounts of emul- 
sifiers. 

Solubility 

The aqueous dispersion is misCiDle 
witn water in any proportion; the 
milKy-wnne appearance is retained. A 
clear or slightly opalescent, viscous 
solution is optainea on mixing one 
part of EuOBAGiT l 30 D with five 
parts of acetone. The same results are 
oDtained on mixing witn etnyl aiconoi 
or isopropyl aiconoi: tne lacquer suo~ 
stance is first or all precipitated, put 
then dissolves in the excess organic 
soivent. 

A clear or Slightly opalescent. v ( scou3 
liquid Is obtainoa on mixing ons pan of 
EUDRAGIT L 30 D with two parts of 
soqium hydroxide i N. 
Test solution 

The EUDRAGIT L 30 D dispersion as 
oDtameo is useq as tne test solution. 
The dispersion should oe finered ■ 
through a fine sieve with openings of 
some o.t mm DeTore use m arae< 10 
remove any coagulum or film parti- 
cles. 

Formation of film 

1 0 g of EUDRAGiT L 30 D are mixeq 
with 0.3 g of tnacetin. On pouring the 
dispersion on to a glass siiae, trans- 
parent lacquer films are tonned once 
the watei has evaporated. 
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Acid value 

31 5 mg ot KOH per g oi ary lacquer 
suDstance 

Standard limits- 300-33D. 
Tne aaa vaiue (AV) spexfias how 
many mg ot KOh ara necessary forme 
nauvahsaxion or me a=/fl groups con- 
tained in 7 g ofOry suDsimnce (DS). 
Tne test is earned out according to 
Pn. Eur I. "Non-aqueouS titrations/ 
Acias". Trie eno-paim is determined 
potentiometriiatiy accoraing to Pr_ 
Eur I, "Potentiometnc titrations' - 0.5 
g of EuDRASlT i_ 30 D are dissolved m 
90 ml of isopropyi aiconoi and 1 0 mi ot 
watei- 0-1 N tetrametnytammomurn 
hydroxioe solution (TMAH) is 
employed as tne titrant. 
AV tma KOH per 9 ot OS) = 

ml D.I N TMAH - 561 

weigm of oampic (g> • DS 

Viscosity 

mPa ■ 3: max. 1 00 

measured witn a BrooKfieid visco- 
meter. adapter/30 at 20°C according 
to Pn Eur. i. 2nd Eo\. "viscosity/ 
Rotating viscometer metriOd". 



according to Ph. Eur. i. 'Potentio- 
metnc determination ot pH". 
Belative density 
0*2 : 1.060-1.070 

according to Pn Eur. I. "Relative den- 
sity" 

Coagulum content 

A stainless steel sitting clotn with 
openings ot 0.09 mm is accurately 
weighed. 100 g OT EuDRAGlT U 30 D 

are tittered tnrougn mis sifting clotn. 
The clom is washed witn distilled 
water until a clear filtrate is oDiamea 
and aried to constant weigm at S0°C 
and tne weight ot me filtration residue 
is determined- 

Stanaard limit, max. 1 0OQ mgsi %. 



Identity testing 

Proof of identity is established by IR 
spectroscopy ot a film formed from 
EuDRAGlT l 30 D. 1 5 thick. 
To produce tne film, one drop of Eu- 
DRaGIT l 30 t) is piaceo on a glass 
slide wnicn is then covered witn a 
water-insensitive crystal disc (AgCl. 
KRS 5j. Sy lisrrtly pressing on and 
tnen removing tne crystal disc, a clear 
film will De ODtaineo after a drying time 
of some 15 minutes. 
Sno«n in the figure presented below 
are the cnaractenstic bands Tor C =■ O 
viprations of tne carboxyl groups at 
1705 cm" 1 £00 ester groups at 
1735 cm -1 , t-jrtnet ester viprations at 
1150-1180 and 1250-1270 cm 1 , 
strongly associated OH vlorations in 
the range ot 2500 and 3500 cm -1 , and 
Ch. vibrations at 1385, 1450, 1475 
and" 2940-2990 cm" 1 



Purity testing 

1. Sulpnated asa- max. 0.4% ac- 
cording to Ph. Eur. i, "Sulpnated 
asn" or USP XXI, page 1 1 92, "Re- 
sidue on ignition". 

2. Heavy metals: max. 20 ppm at PD. 
according to USP XX|. page 1 189. 
'Heavy metais". method li. 

3 Arsenic; max. 2 ppm according 
to uSP xxi, page 1 187. "Arsenic', 
method ll. 
The tests are carried out on 1 g of 
EUDRAGiTL30 D. 
Detection in dosage forms 
Since tne polymer substance con- 
tained in EuDRAGlT L 30 D resembles 
EuDRAGlT U TOO. tne methods de- 
scribed in the publication „Ana)ysen- 
gang zum Nachweis von Tabletuer- 
und Dragiemiitsstofren" [Analytical 
procedure for the detection ot exo- 
pitsnts in ta&lcning 3n<3 film coai'mn] 

by L Enrharcrt and M SuCKer (Pnarm. 
ind. 32, 92-97. 176-1 78. 296-300 
[1970]) can be used for tne detection 
Of EuDRAGlT L 30 D in dosage 
forms. 
Storage 

Store between 5 and Zs'C. EuDRA- 
GlT L 30 D should not be subjected 
eitner to frost or to temperatures 
aoove 30° C. Once the can has been 
opened, the content shouiq De pro- 
cessed as soon as possiDle. Keep dis- 
persions in weli-cioseo containers. 
Storage life: at least one year from the 
oateof delivery ifthe above conditions 
are adhered to 




